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As cited in the recent 2010 American Heart Association 
scientific statement, the World Health Organization esti-

mated that mass of fine particles <2.5 μm in aerodynamic 
diameter (PM

2.5
) contributed to ≈800  000 premature deaths 

per year, ranking PM
2.5

 as the 13th leading cause of world-
wide mortality.1 After an extensive review of studies on the 
cardiovascular effects of PM

2.5
, designed as a follow-up to a 

2004 AHA scientific statement, the 2010 AHA report reached 
several new conclusions:

•	 Exposure to elevated levels of PM
2.5

 over a few hours 
to weeks can trigger cardiovascular disease--related 
mortality and nonfatal events. The evidence is stron-
gest for ischemic heart disease (IHD) events, including 
myocardial infarction and heart failure hospitalizations.

•	 Longer-term exposure (eg, a few years) increases the 
risk for cardiovascular mortality to an even greater 
extent than exposure over a few days and reduces life 
expectancy in more highly exposed populations by 
several months to a few years.

•	 Reductions in particulate matter (PM) levels are associ-
ated with decreases in cardiovascular mortality within a 
time frame as short as a few years.

•	 Many credible pathological mechanisms have been elu-
cidated that support the biological plausibility of these 
findings. These include systemic inflammation, systemic 
oxidative stress, thrombosis and coagulation, systemic 
and pulmonary arterial blood pressure responses, vascu-
lar (including endothelial) dysfunction, cardiac isch-
emia, and heart rate variability/autonomic dysfunction.

The 2010 AHA document and the subsequent review by 
Sun et al2 focused on the literature on the mechanisms for car-
diovascular effects of pollution and pointed out that there were 
fewer human studies and less consistency in study results con-
cerning the following:

•	 Effects of fine particle mass on cerebrovascular and 
cardiac arrhythmia outcomes.

•	 Cardiovascular effects of the coarse (PM
10-2.5

) or ultra-
fine (<0.1 μm) fractions of PM

10
.

•	 Cardiovascular effects of pollutants other than particle 
matter. Specifically, the AHA summary stated, “Al-
though PM

2.5
 mass has rightfully attracted attention 

as a target for regulation and epidemiological study, 
more than 98% of the air pollutant mass in the mixture 
we breathe in urban settings is from gases or vapor-
phase compounds such as CO, volatile organic carbons 
(OCs), NO

2
, NO [nitric oxide], O

3
, and SO

2
.”1 More 

studies were needed not only on cardiovascular effects 
of individual gases and OCs but also on effects of 
particle constituents, as well as pollution mixtures and 
sources.

•	 Biological mechanisms for the effects of pollutants on 
repolarization abnormalities or atherosclerosis. In addi-
tion, although not emphasized by the AHA statement, 
there were also relatively few human studies providing 
direct evidence for thrombogenicity of pollutants.

•	 Sources of susceptibility or vulnerability to pollut-
ant effects, including ambient temperature and other 
meteorologic exposures.

Between 2006 and 2010, the US Environmental Protection 
Agency (EPA) published Integrated Science Assessments 
(www.epa.gov/ncea/isa/) summarizing the evidence for health 
and environmental effects of the 6 criteria pollutants (ozone, 
particulate mass, carbon monoxide, sulfur oxides, nitrogen 
oxides, and lead) for which National Ambient Air Quality 
Standards are set. In our review article, taking the EPA’s 
Integrated Science Assessments and the 2010 AHA scientific 
statement as our starting point, we provide a selective update 
on new findings (2010–2012) in human epidemiological and 
controlled human exposure research that add insight into 
major areas of uncertainty defined by the AHA on the associa-
tions of individual pollutants with cardiovascular and cerebro-
vascular outcomes. We also extend the AHA 2010 review of 
potential approaches to protection against the cardiovascular 
effects of air pollution at the individual, community, and pub-
lic policy levels.

In our update on cardiovascular effects of gaseous pol-
lutants, we focus on ozone, on which the most controlled 
human exposure and human epidemiological work has 
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been done, to distinguish the specific effects of ozone from 
effects of particle components and other gases. We review 
new reports from controlled human exposure studies that 
assessed the health effects of combinations of >1 pollutant 
and observational epidemiological studies that put >1 pol-
lutant (particle mass and gases) into their predictive models. 
However, the definition of clusters of particle constituents 
and pollution mixtures and the ascertainment of their health 
effects are beyond the scope of this review. These are cur-
rently being actively investigated, in part through currently 
funded EPA Clean Air Act Centers (www.epa/oar/caa). We 
also acknowledge that there is a large complementary grow-
ing literature that uses in vitro and animal models to evaluate 
pollution effects; for the most part, that literature is beyond 
the scope of our review.

Our review includes an update on sources of vulnerability 
and susceptibility. According to the EPA (2009 Particle Matter 
EPA Integrated Science Assessment, Chapter 8 [http://www.
epa.gov/ncea/isa]),

…the National Air Quality Standards are intended to 
provide an adequate margin of safety for both general 
populations and sensitive subgroups…to facilitate the 
identification of populations at the greatest risk for PM-
related health effects, studies have evaluated factors that 
contribute to the susceptibility and//or vulnerability of 
an individual to PM. The definition for both of these 
terms has been found to vary across studies, but in most 
instances susceptibility refers to biological or intrinsic 
factors (eg, lifestage, gender) while vulnerability refers 
to nonbiological or extrinsic factors.

In this review, vulnerability refers to factors that increase 
the potential for exposure, and susceptibility refers to 
individual factors that increase risk at any given level of expo-
sure. Susceptibility implies a greater response at any given 
level of exposure.

Our literature review is based primarily on 2010 to 2012 
PubMed searches using combinations of the following key 
words: pollution; cerebrovascular, arrhythmia; atherosclero-
sis; coarse particles; ultrafine particles; OC, ozone, nitrogen 
dioxides, carbon monoxide, chronic effects; wild fires, bio-
mass; and temperature, susceptibility, vulnerability.

Update, 2010 to 2012: Cerebrovascular 
Effects of Pollution

The retina affords a view into microvascular changes that 
may be affected by pollution. After adjustment for multiple 
potential confounders, the Multi-Ethnic Study of Atheroscle-
rosis (MESA) demonstrated an association between living in 
a region with higher with increased PM

2.5
 and reduced reti-

nal vessel diameter.3 Cerebrovascular imaging is needed to 
evaluate the specific effects of pollution on macrovascular 
and microvascular disease leading to ischemic stroke and 
vascular dementia. Because of methodological or techno-
logical challenges, including the need for neuroimaging to 
identify the presence of subclinical disease and the difficulty 
of assessing the timing of stroke onset in studies based on 
administrative data,4 the relation of air pollution exposures 
to the risk of acute or chronic cerebrovascular outcomes has 
been less thoroughly examined than the relation of pollution 
to other cardiovascular outcomes. Many studies have used 
administrative data sets that are subject to misclassification 
of specific outcome diagnosis and the timing of stroke onset4 
and do not lend themselves to the evaluation of biological 
mechanisms for the relation of pollution or pollutant compo-
nents to cerebrovascular outcomes. These studies have been 
reviewed recently in a new report showing that the estimated 
odds ratio of ischemic stroke onset was 1.34 (P<0.001) after 
a 24-hour period classified as moderate (PM

2.5
, 15-10 µg/m3) 

by the US EPA’s Air Quality Index compared with a 24-hour 
period classified as good (PM

2.5
 <15-10 µg/m3; the Figure).5 

Figure.  Odds ratio of ischemic stroke onset for US Environmental Protection Agency categories (good and moderate) of mean ambi-
ent fine particulate matter air pollution (PM2.5 ) levels in the 24 hours preceding stroke onset. Error bars indicate 95% confidence interval. 
Reproduced from Wellenius et al5 with permission from the publisher.
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Table.   Update, 2010 to 2012: Cardiovascular Effects of Short-term and Long-term Exposures to Ozone, Other Gaseous Pollutants, 
and Organic Carbon

Population Study Design/Statistical Methods Exposures Findings

64 Adults with type 2 diabetes mellitus or 
glucose intolerance; 46 selected on basis 
of genetics16

Repeated measures;  
363 ECG recordings

Short-term O3, SO4, UFP Increase in heart rate and T-wave complexity with 1- to 
4-h increases in O3, even with adjustment for particle 
levels

23 Healthy adults17 Controlled human 
exposure;randomized  
crossover

2-h of clean air or 0.3 ppm 
O3 while intermittently 
exercising

Increase in interleukin-8; decrease in plasminogen 
activator inhibitor-1;increase in QT interval; decrease in 
high-frequency component of heart rate variability

70 Adults with type 2 diabetes mellitus18 355 Repeated measures Short-term O3, PM2.5, SO4, 
BC, OC, PNC

Increase in BP with increased 5-d mean PM2.5, BC, OC; 
lower BP with increased 5-d mean O3

Population-based study of 5594 subjects 
6–79 y of age in the Canadian Health 
Measures Survey19

Cross-sectional Short-term O3, PM2.5, NO2 Increased BP and heart rate; reduced lung function and 
exercise tolerance with higher O3 levels on day of survey; 
BP also increased with higher NO2, and PM2.5; no multiple 
pollutant models

Population of Dijon, France  
(≈150 000), 2001–200720

Case-crossover Short-term O3; PM2.5, SO2, 
CO, NO2

Increased ischemic cerebrovascular events and myocardial 
infarction in vulnerable subpopulations with 1- to 3-d O3; 
no other pollutant associations

2 Municipalities in Po Valley, Italy21 Time series: relative risk of 
annual mortality estimated from 
administrative data

O3, NO2 (1-h/8-h average); 
PM10 (24-h average)

Increased overall and cardiovascular mortality with 
increased O3, NO2, PM10; no adjustment for potential 
confounders or multiple-pollutant models

Population of Seoul, South Korea22 Time stratified  
case-crossover

24-h average O3, NO2,  
PM10, SO2, CO

Increased cardiovascular mortality with increased NO2, 
PM10, SO2, CO, adjusted for weather parameters; no 
multiple pollutant models; manual laborers at higher risk 
than professionals

Population of Suzhou, China23 Time series 2-d average of maximum  
8-h average O3

Increased cardiovascular mortality with increased O3; 
associations stronger in cool weather

Population of Prague (≈1 200 000)24 Time series Short-term O3, PM10 Increased respiratory, but not cardiovascular mortality with 
increases in 1-d lagged O3; results not confounded by PM10

4 Cities in Pearl River Delta, China25 Time series 2006–2008 Short-term O3, NO2, PM10 Previous 2-d average O3 or NO2 predicted increased 
cardiovascular mortality; results not confounded by PM10

Lisbon, Portugal26 Time series 2004–2006 Short-term O3, PM2.5 Independent associations of short-term O3 and PM2.5 with 
cardiovascular mortality; elderly more susceptible

10 Italian cities; 276 205 deaths,  
2001–200527

Time stratified  
case-crossover

Short-term O3, NO2, PM10 Increased cardiac mortality with daily average 
NO2,associations independently of O3, PM10

Large urban populations from 4 Asian 
countries (Bangkok, Thailand; Hong Kong; 
Shanghai, China; Wuhan, China)28

Time series Short-term O3, NO2,  
SO2. PM10

With exception of NO2 in Wuhan, associations of pollution 
with cardiovascular mortality greatest in Bangkok

8960 High-risk infants, 1998–200212 Time series Short-term O3, NO2, CO,  
SO2. PM10, PM2.5, EC, OC

Increased bradycardia with increased 2-d averaged 
maximum O3 and NO2

≈100 000 Participants, California  
Teachers Study29

Cox proportional  
hazards model

Long-term O3, PM10, PM2.5, 
NO2, NOx, CO, SO2.

PM2.5 strongly correlated with all pollutants other than 
SO2; increased long-term PM2.5 and PM10 associated with 
increased IHD mortality and incident stroke in single- and 
multiple-pollutant models; NOx, NO2, O3 predicted IHD 
mortality only in single-pollutant models before adjustment 
for PM

Metropolitan Vancouver; 5-y exposure  
with 4-y follow-up30

Cox proportional  
hazards model

Annual average BC,  
PM2.5,NO, NO2 during 5-y 
exposure period

Increased coronary heart disease hospitalization with 
increased BC after adjustment for SES variables, PM2.5, 
and NO2

Residents of Shenyang, China31  
(1998–2009)

Retrospective cohort study;  
Cox proportional hazards  
model

Annual average PM10,  
SO2, NO2

Increased annual average PM10, or NO2 associated with 
increased cardiovascular and cerebrovascular mortality; no 
multipollutant models presented

Cohort of 2360 pulmonary clinic patients, 
Toronto, Canada, enrolled 1992–199932

Poisson regression  
estimating relative risk

Estimated residential  
annual NO2; regional  
mean O3 and PM2.5

NO2, but not O3, or PM2.5 were associated with increased 
risk of IHD

38 Adults with coronary artery disease33 Repeated measures Short-term  
size-fractionated  
PM; OC, O3, PNC,  
NO2, NOx

ST-segment depression with 1-h to 4-d averages 
of “combustion-related aerosols and gases” but not 
“secondary (photochemically aged)” organic aerosols or 
ozone

BC indicates black carbon; BP, blood pressure; IHD, ischemic heart disease; NO, nitric oxide; NOx, nitrous oxide; OC, organic carbon; PM, particulate matter; PNC, 
particle number concentration; and SES, socioeconomic status.
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The increased risk was greatest within 12 to 14 hours of 
exposure.

Update, 2010 to 2012: Cardiac Arrhythmia, 
Arrhythmia Precursors, and Pollution

Evidence continues to be mixed for associations 
between pollution and documented cardiac arrhythmias 
or electrophysiological changes such as repolarization 
abnormalities that may increase the risk of arrhythmias. Even 
more so than studies of stroke, ascertainment of the timing of 
the onset of the outcome and the specific electrophysiological 
nature of the outcome can be challenging to ascertain 
without personal monitoring, which is absent in studies of 
administrative data sets, which often report null findings.6 In 
their recent review, Link and Dockery7 concluded that “the 
incremental risk of air pollution in triggering arrhythmias…
is greatest for patients with underlying cardiac disease.” A 
London study examined associations of 11 pollutants with 
activation of implanted cardioverter-defibrillators, finding 
mostly weak associations with the elevation of a number of 
secondary regional pollutants, the strongest of which was the 
nontraffic particle component sulfate.8 Increases in premature 
ventricular counts, atrial fibrillation/flutter, and its precedent, 
P-wave complexity, were associated with increased PM

2.5
 

in the previous 1 to 2 hours in a Pennsylvania study of 105 
middle-aged healthy nonsmokers with 24-hour ECG and 
personal particle monitoring.9,10 Ghio et al11 presented a case 
report of new-onset atrial fibrillation that occurred 20 minutes 
into a controlled exposure to concentrated ambient particles 
and resolved within 2 hours with no sequella. In studies of 
vulnerable populations who have personal electrophysiological 
monitoring, ozone has also been considered a risk factor 
for arrhythmias. An increase in the maximum ozone level 
predicted increases in bradycardia and apnea in high-risk 
infants on home monitors.12

Controlled human exposure to 1-hour exposures of diesel 
exhaust did not influence heart rhythm or variability in a UK 
study.13 Increased spatial dispersion of myocardial repolar-
ization, but not T-wave alternans, was seen after controlled 
human exposures to concentrated ambient particles, ozone, 
or a combination of the 2 exposures.14 Increases in long-term 
estimated residential PM

2.5
 predicted increased odds of QT 

prolongation without overt ventricular abnormalities in the 
Multi-Ethnic Study of Atherosclerosis (MESA).15 Two recent 
studies (the Table) also suggest acute effects of O

3
 on repolar-

ization abnormalities in sensitive subjects.16,17

Update, 2010 to 2012: Cardiovascular 
Effects of the Coarse (PM10-2.5) or 

Ultrafine (<0.1 μm) Fractions of PM10
Findings on cardiovascular health effects of coarse or ultrafine 
particles remain relatively sparse. A recent study of patients 
undergoing cardiac rehabilitation showed associations of 
ambient ultrafine particles with subclinical ECG and blood 
pressure outcomes, but in multiple-pollutant models, the ultra-
fine particle effects could not be separated from the effects 
of larger particles.34 Among Medicare enrollees from 59 US 
counties between 1999 and 2005, Chang and colleagues35 
found a positive association between coarse PM and same-day 

admissions for cardiovascular diseases. Chen and colleagues36 
found associations for fine but not coarse PM with mortality in 
the Chinese cities of Beijing, Shanghai, and Shenyang. Ongo-
ing EPA-supported controlled human exposures studies are 
evaluating whether differing components of coarse particles 
modify their cardiovascular effects.

Update, 2010 to 2012: Acute and Chronic 
Cardiovascular Effects of Short- and 

Long-term Exposures to Ozone, Other 
Gaseous Pollutants, and OC

Until recently, evidence has been relatively scarce for inde-
pendent associations of cardiovascular disease and short- or 
long-term exposures to gaseous pollutants such as ozone (O

3
), 

oxides of nitrogen, and carbon monoxide (CO) except as 
markers for pollution sources and mixtures that also include 
particles. The possibility of teasing out the potential role of 
individual gaseous pollutants is limited in epidemiological 
studies that consider associations of cardiovascular risk with 
1 pollutant at a time and do not consider those pollutants 
together in 1 model. However, in these studies, correlation 
among pollutants may limit inference on specific pollutant 
effects.

Separating out the individual and joint contributions of O
3
 

from particle mass of various sizes/compositions has been 
accomplished most successfully through controlled human 
and animal exposures (see below and the Table). Recent stud-
ies have begun to suggest that in addition to having adverse 
respiratory effects,37 O

3
 exposures may indeed have indepen-

dent adverse cardiac sequella (see below).
NO

2
, a secondary pollutant that often has regional and local 

sources, is often used as a marker for estimated exposure to a 
mix of pollutants, particularly from traffic. Independently of 
particle mass, its cardiovascular effects are less well estab-
lished with certainty, although recent observational epide-
miological studies often find it to be a predictor of adverse 
outcomes. CO is one of the most intriguing exposures. It has 
known cardiotoxic effects at levels that significantly increase 
carboxyhemoglobin levels, but at low doses, some investiga-
tors suggest that it may be cardioprotective against heart fail-
ure.38 In their review of this topic, Constantin and colleagues39 
point out that the induction of hemoxygenase-1, leading to 
intrinsic CO, has been shown to be beneficial in vascular and 
lung transplantation and pulmonary hypertension models, in 
part through inhibition or modulation of inflammatory, apop-
totic, and proliferative processes. Although most epidemio-
logical studies link even low levels of CO to adverse effects, 
in those studies, CO is likely to be a marker for traffic.

Epidemiological studies of cardiovascular effects of OC 
continue to focus on measures of particulate OC without spe-
ciation, in great part because of its expense. Thus, data on the 
effects of specific volatile organic compounds on health out-
comes are still lacking. Recent data support a specific role for 
OC particle components or their biogenic sources (eg, traffic, 
wood burning, restaurant emissions; the Table).

Short-term Exposures/Acute Effects
A recent controlled human exposure study has shown that O

3
 

can cause an increase in vascular markers of inflammation 
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and changes in markers of fibrinolysis and markers that affect 
autonomic control of heart rate and repolarization.17 A Ger-
man repeated measures observational study found that heart 
rate and repolarization changes were associated with increased 
O

3
 levels in subjects considered sensitive because of specific 

genetic polymorphisms or chronic disease (type 2 diabetes 
mellitus).16 The Canadian Health Measures Survey found 
increased O

3
 to be predictive of increased resting heart rate 

and blood pressure and reduced exercise tolerance in adults.19 
These findings provide biological plausibility for the recent 
epidemiology studies that associate short-term O

3
 exposures 

with cardiovascular morbidity and mortality.
A large number of publications on epidemiological studies 

associating short-term increases in ambient gases with car-
diovascular outcomes have appeared during the last 2 years. 
In studies not presenting models considering >1 pollutant at 
a time, associations of short-term increases in ambient gases 
and particles have been predictive of cardiovascular mortal-
ity or morbidity in the Po Valley of northern Italy (O

3
, NO

2
, 

PM
2.5

)21 and Seoul, South Korea (NO
2
, CO, SO

2
, PM

10
; weaker 

associations with O
3
).22 When a maximum 8-hour average was 

used, an interquartile range increase of 2-day average O
3
 pre-

dicted an increased risk of cardiovascular mortality of 4.5% 
(95% confidence interval, 1.4--7.5) that was more evident in 
the cool than in the warm season in Suzhou, China.23 After 
adjustment for PM, short-term elevations in O

3
 or NO

2
 were 

associated with increased cardiovascular mortality or mor-
bidity in studies from Prague (O

3
),24 the Pearl River Delta of 

southern China (O
3
, NO

2
), 25 and Lisbon, Portugal (O

3
)26; a 

study of 10 Italian cities (NO
2
)27; and the Public Health and Air 

Pollution in Asia Study, which evaluated health effects across 
large urban populations in 4 Asian countries (O

3
, NO

2
).28

Short-term exposures to particle pollution (including black 
carbon and OC) were associated with increases in blood pres-
sure, whereas increases in O

3
 were linked to blood pressure 

decreases in a repeated measures study of patients with type 
2 diabetes mellitus.18 In elderly subjects with coronary artery 
disease from the Los Angeles, CA, basin, exposure to primary 
components of fossil fuel combustion (eg, OC) was associated 
with ST-segment depression39 and with elevated ambulatory 
blood pressure.40 Associations of OC with higher blood pres-
sure were of greatest magnitude among obese participants.

Long-term Exposures/Chronic Effects
Several recent large longitudinal cohort studies support the 
2010 AHA conclusion that long-term particle mass exposures 
of traffic and nontraffic origin increase the risk of cardiovas-
cular disease. Despite longitudinal decreases in PM

2.5
 levels, 

in the Harvard Six Cities Study, investigators found a linear 
dose-response association of mortality with annual average 
PM

2.5
 down to concentrations of 8 μg/m3. Exposures to PM 

constituents or other ambient pollutants were not considered.41 
Long-term exposures to estimated residential PM

2.5
 predicted 

increased blood pressure in a study in Germany.42

Recent studies also support the hypothesis that in real-
world ambient pollution mixtures, both gases and par-
ticles contribute to long-term adverse cardiac effects. In the 
California Teachers Study, long-term exposure to PM

10
 was 

associated with elevated risks for IHD and incident stroke; 

exposure to nitrogen oxides was associated with elevated risk 
of IHD.29 In a metropolitan Vancouver population of 45- to 
85-year-old adults followed up for 5 years, increased long-
term exposures to black carbon, a marker for traffic, predicted 
increased cardiovascular hospitalization after PM

2.5
 and NO

2
 

were controlled for.30 A study of long-haul truck drivers found 
that long-term exposures to elevated levels of ambient NO

2
 

predicted increased cardiovascular mortality, but associations 
were attenuated and not significant (P<0.05) in multipollut-
ant models including PM

2.5
, SO

2
, and NO

2
.43 In a US study of 

17 545 male health professionals, investigators found no asso-
ciations of long-term PM exposures with cardiovascular mor-
tality and hypothesized that this population may have been 
protected by healthier lifestyles and higher socioeconomic 
status.44 In a study conducted in Shenyang, China, evaluat-
ing 12 years of data, long-term exposures to both PM

10
 and 

NO
2
 predicted increased cardiovascular and cerebrovascular 

mortality.31 In a Toronto study, after adjustment for multiple 
covariates, elevation of estimated long-term NO

2
 exposures 

was significantly associated with increased IHD risk (relative 
risk, 1.33; 95% confidence interval, 1.2--1.47). Subjects living 
near major roads and highways had a trend toward an elevated 
risk of IHD (relative risk, 1.08; 95% confidence interval, 0.99-
-1.18). Regional PM

2.5
 and O

3
 were not associated with risk 

of IHD.32

An Increasing Source of Ambient Particles? 
Wildfire, Outdoor Biomass Burning, and 
Cardiovascular Outcomes
In the past decade, we have had bursts of large wildfires in 
the United States and worldwide, with short-term increases in 
ambient particle mass levels that can exceed those produced 
by traffic industrial sources in the United States and can be 
transported worldwide.45 Some scientists project that future 
climate and its changes will play a significant role in driv-
ing global fire trends. Bush fires in Australia46 and forest fires 
(independently of urban pollution) in Athens47 have been asso-
ciated with increased cardiovascular and respiratory mortality. 
In Brazil, burning of outdoor biomass (sugar cane) was asso-
ciated with an increase in hospital admissions for hyperten-
sion.48 The investigators suggested that these findings might 
have relevance for cardiovascular responses to the burning of 
sugar cane--derived ethanol, a primary source of automobile 
fuel in Brazil.

Update, 2010 to 2012: Biological Mechanisms 
for the Effects of Pollutant Exposures on 
Atherosclerosis or Thrombus Formation

In nonsmoking Belgian adults with diabetes mellitus, each 
doubling of home distance from major roads was associated 
with a decrease in oxidized low-density lipoprotein, a risk 
factor for atherosclerosis.49 Coronary artery calcification and 
carotid intima-media thickness are 2 measures of subclinical 
atherosclerosis that have been considered in recent studies of 
long-term cardiovascular effects.50 In a follow-up to the first 
cross-sectional study demonstrating an association of higher 
estimated levels of increased carotid intima-media thickness 
with increased long-term exposure to PM

2.5
,51,52 a population-

based German study of >4000 adults found an association of 
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increased carotid intima-media thickness and increased blood 
pressure with increased exposures to estimated long-term 
PM

2.5
 and distance to high traffic.42,53 A Danish study showed 

that living in city centers was associated with increased coro-
nary artery calcification, but whether this association is due to 
increased pollution exposure is not known.54 Studies support-
ing a role for particles in increasing the risk of thrombus for-
mation have recently been reviewed.55 In healthy volunteers, 
particle traps were shown to reduce thrombogenicity of diesel 
exhaust.56

Update, 2010 to 2012: Susceptibility 
and Vulnerability

The literature on susceptibility or vulnerability to particu-
late pollution has been summarized recently.57–60 Sources of 
susceptibility considered in our review include genetics, life 
stage or age, sex, preexisting chronic conditions (diabetes 
mellitus, obesity, cardiovascular disease, chronic obstructive 
pulmonary disease), adverse weather conditions, and acute 
infections (eg, influenza).61 As stated by the EPA (2009 Par-
ticle Matter EPA Integrated Science Assessment, Chapter 8 
[http://www.epa.gov/ncea/isa]), lower socioeconomic posi-
tion can be viewed both as a source of vulnerability (with 
increased absolute exposure to higher levels of pollution) and 
as a source of susceptibility (with increased disease at a given 
exposure because of susceptibility cofactors such as stress or 
lack of access to health care).

Genetics
Evaluation of genetic susceptibility to air pollution has been 
used as a tool for exploring mechanisms and pathways for car-
diovascular effects and may contribute to understanding the 
distribution of risk. In a recent systematic review, Zanobetti 
and colleagues62 found 16 articles evaluating gene--air pollu-
tion interaction and cardiovascular disease. These articles were 
based on 3 study populations: the Normative Aging Study 
(NAS),63–75 the Air Pollution and Inflammatory Response in 
Myocardial Infarction Survivors: Gene-Environment Inter-
action in a High Risk Group (AIRGENE),76,77 and MESA.78 
These studies have focused on individual functional polymor-
phisms or candidate genes in pathways related to oxidative 
stress, inflammation, endothelial function, and the angioten-
sin pathway. Although all 3 studies point to the importance of 
these pathways, the studies have differed substantially in both 
the cardiovascular outcomes and polymorphisms examined, 
with little work on replication of individual study findings. 
Except for blood pressure, most of the outcomes evaluated 
in these studies are subclinical (eg, heart rate variability, 
inflammatory biomarkers) and usually, although not always, 
are considered in relation to relatively short-term exposures. 
Although they inform our understanding of pathways through 
which pollution perturbs the system, investigators have yet to 
assess the relevance of these findings for the definition of sus-
ceptibility to pollution effects on the development of athero-
sclerosis and clinical cardiovascular morbidity and mortality.

Studies of cardiovascular effects of pollution in the apolipo-
protein E knockout murine model (characterized by oxidative 
stress and vulnerability to atherosclerosis) support the role of 
oxidative stress genes in increasing susceptibility to chronic 

cardiovascular effects of pollution.57,79 The importance of 
oxidative stress genetic polymorphisms is also supported by 
consistent findings in the adult and pediatric respiratory lit-
erature that highly prevalent polymorphisms in glutathione 
S-transferases may increase pollution- or smoking-related 
risk of reduced lung function and increased wheeze and 
pulmonary inflammation.80–92 To the extent that pulmonary 
oxidative stress and inflammation increase systemic inflam-
mation and cardiovascular risk, these findings have relevance 
for cardiovascular susceptibility to pollution. As Zanobetti 
and colleagues62 point out, although replication is needed to 
draw stronger conclusions, a critical issue is whether between-
study replication should be done by single-nucleotide poly-
morphism or by pathway. Although new pathways related to 
genetic sources of cardiovascular susceptibility to pollution 
may come from genome-wide association studies, they will 
require cooperation and pooling across studies, which is cur-
rently being fostered by the European Union in the European 
Study of Cohorts for Air Pollution Effects (ESCAPE). Using 
their genome-wide association study data, the Framingham 
Heart Study has recently created a Genetic Risk Score com-
prising 13 single-nucleotide polymorphisms associated with 
coronary disease that provides modest risk reclassification for 
risk of incident cardiovascular disease (defined as general car-
diovascular disease [cardiovascular death, myocardial infarc-
tion, coronary insufficiency, angina pectoris, stroke, transient 
ischemic attack, intermittent claudication, or congestive heart 
failure] or “hard cardiovascular disease” [coronary death 
or myocardial infarction]) and improves discrimination for 
high coronary artery calcium.93 Genetic risk scores known to 
predict cardiovascular risk can also be applied to the evalua-
tion of cardiovascular susceptibility to pollution. Epigenetic 
changes71,94–96 and atherosclerosis are less well-understood 
mechanisms that are being evaluated as mediators of chronic 
effects of long-term pollution exposures on clinical cardiovas-
cular outcomes.

Life Stage
Older age is a strong risk factor for cardiovascular disease, 
and risk factors for coronary artery disease vary by age,97 but 
the literature is not consistent in finding that age >65 or 75 
years increases susceptibility to the effects of pollution on 
clinical cardiovascular events.

Sex
Women have a lower lifetime risk of cardiovascular disease 
than men.97 The literature on sex as a source of vulnerability to 
pollution cardiovascular effects is sparse with conflicting find-
ings. While some studies suggest that associations of PM

2.5
 

or PM
10-2.5

 with cardiovascular-related mortality are higher for 
women than for men,57,98,99 other studies suggest no sex differ-
ences or (for PM

10
), increased vulnerability in men. Many of 

the administrative studies suffer from a lack of access to data 
on other risk factors that may be confounders or to data for 
women on menopausal status, which may modify risk.

Race/Ethnicity
Differences in risk factor burden (cholesterol level, blood pres-
sure, smoking status, and diabetes status) resulted in marked 
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differences in lifetime risk of cardiovascular disease that were 
consistent across race (black versus white) and birth cohorts in 
a recent meta-analysis at the individual level using data from 
18 cohort studies involving 257 384 men and women.97 Stud-
ies on race/ethnicity as a source of susceptibility to pollution 
are inconsistent in their findings, and many are flawed in the 
level of information available about risk factor burden, which 
may account for heterogeneity of findings on susceptibility. 
In addition, the terms “Hispanic” and “Latino” represent a 
large population that is highly variable in terms of diet, coun-
try of origin, genetic background, sources of stress, and many 
other underlying factors that may themselves be sources of 
susceptibility.100

Socioeconomic Position
Methods for defining sources of susceptibility to environmen-
tal risk in populations in positions of economic or social ineq-
uity were recently discussed thoroughly in a series of 3 articles 
published in the American Journal of Public Health.58–60 Envi-
ronmental justice is a goal in regulating pollution. Environ-
mental justice is defined by the US EPA (http://www.epa.gov/
oecaerth/environmentaljustice/index.html) as follows:

The fair treatment and meaningful involvement of all 
people regardless of race, color, national origin or in-
come with respect to the development, implementation 
and enforcement of environmental laws, regulations 
and policies. Fair treatment means that no group of 
people, including racial, ethnic or socioeconomic group 
should bear a disproportionate share of the negative 
environmental consequences resulting from industrial, 
municipal, and commercial operations or the execution 
of federal, state, local and tribal programs and policies.

Clinical cardiovascular risk can aggregate in poor neighbor-
hoods because of multiple interacting sources of vulnerability 
or susceptibility that are related to socioeconomic disadvan-
tage (eg, increased absolute levels of air pollutants, stress, 
interacting toxicants, obesity, diabetes mellitus, smoking, 
hypertension, differences in nutrition, lack of safe places to 
exercise, and many other environmental coexposures).

Preexisting Chronic Conditions: Diabetes Mellitus 
and Obesity
The obesity epidemic and associated cultural changes in activ-
ity and diet have led to an increase in type 2 diabetes mellitus, 
which many (but not all) studies suggest increases suscep-
tibility to adverse cardiovascular effects of temperature101 
and pollution.102 Many studies have suggested that people 
with type 2 diabetes mellitus may be more vulnerable to the 
acute effects of particles on blood pressure and other vascular 
responses.18,103 As discussed in our 2008 review,102 diabetes-
associated chronic inflammation and oxidative stress may 
quench nitric oxide, create imbalances in vasoactive media-
tors in arterial tissue, change smooth muscle responsiveness 
as a result of chronic autonomic dysfunction, or impair flow-
mediated dilation as a result of vascular remodeling. Animal 
models support obesity and diabetes mellitus as sources of 
vulnerability to cardiovascular effects of particle mass: Expo-
sure to PM

2.5
 increased the risk of insulin resistance in rats 

fed a high-fat diet but not in those fed a normal-chow diet.104 
Data on obesity without diabetes mellitus as a source of pollu-
tion susceptibility are less consistent.57 In the Women’s Health 
Initiative, the association between cardiovascular events and 
the level of PM

2.5
 increased with higher body mass index and 

waist-to-hip ratio, but other studies have not found effect mod-
ification by obesity without diabetes mellitus.105

Preexisting Chronic Conditions: Chronic 
Obstructive Pulmonary Disease
Perhaps because of the heterogeneity of the disease and 
because of the high rate of misclassification of chronic 
obstructive pulmonary disease when administrative data are 
used, studies are not consistent in finding chronic obstructive 
pulmonary disease as a source of susceptibility to cardiovas-
cular effects of pollution.106,107 As chronic obstructive pulmo-
nary disease is classified more carefully and specifically, there 
will be better opportunity to evaluate the susceptibility of 
people with chronic obstructive pulmonary disease.

Temperature, Pollution, and Cardiovascular Risk
Meteorological conditions influence the production of second-
ary pollutants such as ozone and nitrogen dioxide and dictate 
the long-range transportation of pollutants (www.epa/oar/caa). 
In the past, studies of the cardiovascular effects of pollution 
have been reported separately from studies of cardiovascular 
effects of weather (eg, temperature, humidity), even though 
they are often intertwined. Hot and cold temperature extremes 
have been linked to acute cardiovascular events,108 and accumu-
lating evidence suggests dose-response relationships that may 
not relate just to the extremes and may relate in part to transi-
tions/variability in temperature and socioeconomic or physio-
logical issues related to adaptation.109 For example, heat waves 
have been demonstrated to increase cardiovascular mortality,110 
especially in the populations unable to adapt physiologically 
(the elderly) or to acquire air conditioning or protective hous-
ing.101,111–114 Using a case-crossover study design, California 
researchers observed an increased risk of hospitalization for 
IHD, ischemic stroke, and heat stroke with a 10°F increase in 
same-day apparent temperature.115 Ownership and use of air 
conditioners significantly reduced the effects of temperature on 
these outcomes after controlling for potential confounding by 
family income and other socioeconomic factors.

Low temperature was linked to incident acute myocardial 
infarction in a large German study.108 The first annual extreme 
cold event was associated with increased emergency room 
visits for circulatory diseases in a Taiwan study.116 In a recent 
Dutch study, lower temperature was a predictor of higher inci-
dence of acute myocardial infarction and acute presentation 
for abdominal aortic aneurysms.117

A limited number of studies have looked simultaneously 
at ambient temperature, pollution, and their interaction in 
increasing the risk of adverse cardiovascular outcomes. A 
repeated measures study of adults with type 2 diabetes melli-
tus conducted in Boston demonstrated opposing effects of fine 
particle mass compared with the effects of high temperature or 
ozone.18 Whereas increases in PM

2.5
 were associated with ele-

vated systolic and diastolic blood pressures, higher tempera-
ture and higher ozone levels were linked to a reduction in blood 
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pressure, particularly in those whose mean blood pressure was 
already within normal limits. Heart rate variability was most 
reduced when both temperature and ozone were high in the 
Boston Normative Aging Study.118 In Wuhan, China, where the 
average daily temperature in July is 37.2°C and the maximum 
daily temperature often exceeds 40°C, investigators found that 
increases in PM

10
 increased the risk of mortality resulting from 

cardiovascular disease and stroke and that increased tempera-
ture increased susceptibility to particle-related mortality.119 In 
this study, elevated levels of NO

2
 and SO

2
 (but not ozone) were 

also associated with increased mortality.

Infection
Low temperature is linked to low humidity in some urban 
environments, and low humidity has been linked to increases 
in influenza.120 In a recent time-series study of daily mortal-
ity and hospital admissions in Hong Kong, interactions were 
found between influenza activity (measured by viral surveil-
lance) and air pollution in the estimated risks for respiratory 
disease, particularly for ozone.36 A recent Lancet review dem-
onstrated the role of influenza not only as a cause of myocar-
ditis but also as a trigger for acute myocardial infarction or 
death resulting from cardiovascular disease.121 It remains to be 
seen whether influenza-associated cardiovascular outcomes 
are modified by pollution levels or by changes in temperature, 
humidity, or other weather-related exposures.

Protection Against Cardiovascular 
Effects of Pollution

The incremental risk of cardiovascular disease to any indi-
vidual associated with air pollution exposure may appear 
low. However, because large populations are simultaneously 
exposed, the absolute impact in terms of the number of excess 
cardiovascular events and years of healthy life lost at the pop-
ulation level is very large,122,123 increasing its importance as a 
public health problem.

Reduction of pollution exposure and the adverse cardiovas-
cular effects of pollution is likely to come from a series of 
personal and community actions and from public policy mea-
sures.124 Investigators should take advantage of large cardio-
vascular clinical trials to assess whether factors that improve 
the risk of cardiovascular disease also reduce pollution effects 
on cardiovascular risk. Specifically, reduction of the cardio-
vascular effects of pollution may come from cessation of 
smoking, control of blood pressure, and control and reduction 
of the risk of obesity and diabetes mellitus. Lowering lipids 
and reducing stress may also reduce pollution-associated risk.

Because of confounding by indication in observational 
studies, it is often difficult to evaluate whether medications 
used to lower lipids or to control blood pressure alter the 
adverse effects of air pollution effects, but some study designs 
(eg, randomized trials and controlled human exposure studies) 
may give insight into whether specific foods, micronutrients, 
vitamin D, omega-3 fatty acids, or methyl donors are protec-
tive against cardiovascular effects of pollution in vulnerable 
populations. If pollution interacts with influenza to increase 
cardiovascular death during influenza season, then vaccina-
tion against influenza (which is recommended in any case) 
may further reduce adverse pollution effects.

Definitive evidence is currently lacking on whether specific 
lifestyle or pharmacological interventions lower the relative 
risk associated with air pollution exposure. In most studies, 
the relative risk of cardiovascular disease associated with air 
pollution exposure appears constant regardless of the presence 
of underlying risk factors for cardiovascular disease, with the 
few exceptions reviewed above. There is ample evidence that 
primary and secondary prevention measures such as control of 
blood pressure and lipids, smoking cessation, habitual physical 
activity, and dietary patterns such as the Dietary Approaches 
to Stop Hypertension diet reduce the baseline risk of cardio-
vascular disease. Thus, it follows that evidence-based preven-
tion strategies should lower the absolute risk of cardiovascular 
disease associated with air pollution. This implies that with 
effective primary and secondary prevention measures, there 
will be a smaller number of excess cases of cardiovascular 
disease resulting from exposure to air pollution. An important 
consideration is that focusing on individual-level behaviors 
as a primary driver of risk mitigation raises issues of envi-
ronmental justice; not all populations are equally or equita-
bly exposed to air pollution or have access to the resources 
to engage in the primary and secondary prevention measures 
known to be effective.124

Community and individual adaptive behaviors (eg, stay-
ing indoors during declared pollution episodes or heat waves, 
using air conditioning, and closing windows and doors) may 
be helpful but come at a price (increased energy consump-
tion), may not be within economic reach of the poorest or 
most vulnerable populations, and may not be under the control 
of elderly people with dementia or with diminished perception 
of changes in temperature.

In this follow-up to the 2010 AHA Scientific Statement,1 we 
have presented an update on studies of the effects of pollution 
and climate on cardiovascular outcomes. Study results on the 
health effects and costs of air pollution and extreme meteoro-
logical conditions should be disseminated not only to the scien-
tific and regulatory communities but also to the general public 
and their administrative servants in language that is clear and 
objective. Such efforts will contribute to the setting and imple-
mentation of air quality standards designed to protect not only 
the general public but also its most vulnerable citizens.

Sources of Funding
This work was supported by grants from the National Institute of 
Environmental Health Sciences (R21ES020194 and P01 ES009825) 
and the Environmental Protection Agency (RD83479801). The con-
tents of this paper are solely the responsibility of the grantee and do 
not necessarily represent the official views of the USEPA. Further, 
USEPA does not endorse the purchase of any commercial products or 
services mentioned in the publication.

Disclosures
None.

References
	 1.	 Brook RD, Rajagopalan S, Pope CA 3rd, Brook JR, Bhatnagar A, 

Diez-Roux AV, Holguin F, Hong Y, Luepker RV, Mittleman MA, Peters 
A, Siscovick D, Smith SC Jr, Whitsel L, Kaufman JD; American 
Heart Association Council on Epidemiology and Prevention, Council 
on the Kidney in Cardiovascular Disease, and Council on Nutrition, 
Physical Activity and Metabolism. Particulate matter air pollution and 

 by guest on September 29, 2014http://circ.ahajournals.org/Downloaded from 

http://circ.ahajournals.org/


    Gold and Mittleman  Pollution and the CV System: 2010 to 2012    1911

cardiovascular disease: an update to the scientific statement from the 
American Heart Association. Circulation. 2010;121:2331–2378.

	 2.	 Sun Q, Hong X, Wold LE. Cardiovascular effects of ambient particulate 
air pollution exposure. Circulation. 2010;121:2755–2765.

	 3.	 Adar SD, Klein R, Klein BE, Szpiro AA, Cotch MF, Wong TY, O’Neill 
MS, Shrager S, Barr RG, Siscovick DS, Daviglus ML, Sampson PD, 
Kaufman JD. Air pollution and the microvasculature: a cross-sectional 
assessment of in vivo retinal images in the population-based Multi-Ethnic 
Study of Atherosclerosis (MESA). PLoS Med. 2010;7:e1000372.

	 4.	 Lokken RP, Wellenius GA, Coull BA, Burger MR, Schlaug G, Suh 
HH, Mittleman MA. Air pollution and risk of stroke: underestimation 
of effect due to misclassification of time of event onset. Epidemiology. 
2009;20:137–142.

	 5.	 Wellenius GA, Burger MR, Coull BA, Schwartz J, Suh HH, Koutrakis P, 
Schlaug G, Gold DR, Mittleman MA. Ambient air pollution and the risk 
of acute ischemic stroke. Arch Intern Med. 2012;172:229–234.

	 6.	 Bunch TJ, Horne BD, Asirvatham SJ, Day JD, Crandall BG, Weiss JP, 
Osborn JS, Anderson JL, Muhlestein JB, Lappe DL, Pope CA 3rd. Atrial 
fibrillation hospitalization is not increased with short-term elevations in 
exposure to fine particulate air pollution. Pacing Clin Electrophysiol. 
2011;34:1475–1479.

	 7.	 Link MS, Dockery DW. Air pollution and the triggering of cardiac ar-
rhythmias. Curr Opin Cardiol. 2010;25:16–22.

	 8.	 Anderson HR, Armstrong B, Hajat S, Harrison R, Monk V, Poloniecki J, 
Timmis A, Wilkinson P. Air pollution and activation of implantable cardio-
verter defibrillators in London. Epidemiology. 2010;21:405–413.

	 9.	 He F, Shaffer ML, Rodriguez-Colon S, Yanosky JD, Bixler E, Cascio WE, 
Liao D. Acute effects of fine particulate air pollution on cardiac arrhyth-
mia: the APACR study. Environ Health Perspect. 2011;119:927–932.

	10.	 Liao D, Shaffer ML, He F, Rodriguez-Colon S, Wu R, Whitsel EA, Bixler 
EO, Cascio WE. Fine particulate air pollution is associated with higher 
vulnerability to atrial fibrillation: the APACR study. J Toxicol Environ 
Health Part A. 2011;74:693–705.

	11.	 Ghio AJ, Bassett M, Montilla T, Chung EH, Smith CB, Cascio WE, Carraway 
MS. Case report: supraventricular arrhythmia after exposure to concentrated 
ambient air pollution particles. Environ Health Perspect. 2012;120:275–277.

	12.	 Peel JL, Klein M, Flanders WD, Mulholland JA, Freed G, Tolbert PE. 
Ambient air pollution and apnea and bradycardia in high-risk infants on 
home monitors. Environ Health Perspect. 2011;119:1321–1327.

	13.	 Mills NL, Finlayson AE, Gonzalez MC, Törnqvist H, Barath S, Vink E, 
Goudie C, Langrish JP, Söderberg S, Boon NA, Fox KA, Donaldson K, 
Sandström T, Blomberg A, Newby DE. Diesel exhaust inhalation does not 
affect heart rhythm or heart rate variability. Heart. 2011;97:544–550.

	14.	 Kusha M, Masse S, Farid T, Urch B, Silverman F, Brook RD, Gold DR, 
Mangat I, Speck M, Nair K, Poku K, Meyer C, Mittleman MA, Wellenius 
GA, Nanthakumar K. Controlled exposure study of air pollution and 
T-wave alternans in volunteers without cardiovascular disease. Environ 
Health Perspect. 2012;120:1157–1161.

	15.	 Van Hee VC, Szpiro AA, Prineas R, Neyer J, Watson K, Siscovick D, 
Kyun Park S, Kaufman JD. Association of long-term air pollution with 
ventricular conduction and repolarization abnormalities. Epidemiology. 
2011;22:773–780.

	16.	 Hampel R, Breitner S, Zareba W, Kraus U, Pitz M, Geruschkat U, Belcredi 
P, Peters A, Schneider A. Immediate ozone effects on heart rate and repo-
larisation parameters in potentially susceptible individuals. Occup Environ 
Med. 2012;69:428–436.

	17.	 Devlin RB, Duncan KE, Jardim M, Schmitt MT, Rappold AG,  
Diaz-Sanchez D. Controlled exposure of healthy young volunteers to 
ozone causes cardiovascular effects. Circulation. 2012;126:104–111.

	18.	 Hoffmann B, Luttmann-Gibson H, Cohen A, Zanobetti A, de Souza C,  
Foley C, Suh HH, Coull BA, Schwartz J, Mittleman M, Stone P, Horton E, 
Gold DR. Opposing effects of particle pollution, ozone, and ambient tempera-
ture on arterial blood pressure. Environ Health Perspect. 2012;120:241–246.

	19.	 Cakmak S, Dales R, Leech J, Liu L. The influence of air pollution on 
cardiovascular and pulmonary function and exercise capacity: Canadian 
Health Measures Survey (CHMS). Environ Res. 2011;111:1309–1312.

	20.	 Henrotin JB, Zeller M, Lorgis L, Cottin Y, Giroud M, Béjot Y. Evidence of 
the role of short-term exposure to ozone on ischaemic cerebral and cardiac 
events: the Dijon Vascular Project (DIVA). Heart. 2010;96:1990–1996.

	21.	 Fattore E, Paiano V, Borgini A, Tittarelli A, Bertoldi M, Crosignani P,  
Fanelli R. Human health risk in relation to air quality in two municipalities in 
an industrialized area of Northern Italy. Environ Res. 2011;111:1321–1327.

	22.	 Son JY, Lee JT, Kim H, Yi O, Bell ML. Susceptibility to air pollution 
effects on mortality in Seoul, Korea: a case-crossover analysis of individu-
al-level effect modifiers. J Expo Sci Environ Epidemiol. 2012;22:227–234.

	23.	 Yang C, Yang H, Guo S, Wang Z, Xu X, Duan X, Kan H. Alternative ozone 
metrics and daily mortality in Suzhou: the China Air Pollution and Health 
Effects Study (CAPES). Sci Total Environ. 2012;426:83–89.

	24.	 Hunova I, Maly M, Rezacova J, Branis M. Association between ambi-
ent ozone and health outcomes in Prague [published online ahead of 
print February 25, 2012]. Int Arch Occup Environ Health. doi:10.1007/
s00420-012-0751-y.

	25.	 Tao Y, Huang W, Huang X, Zhong L, Lu SE, Li Y, Dai L, Zhang Y, Zhu T. 
Estimated acute effects of ambient ozone and nitrogen dioxide on mortal-
ity in the Pearl River Delta of southern China. Environ Health Perspect. 
2012;120:393–398.

	26.	 Garrett P, Casimiro E. Short-term effect of fine particulate matter (PM
2.5

) 
and ozone on daily mortality in Lisbon, Portugal. Environ Sci Pollut Res 
Int. 2011;18:1585–1592.

	27.	 Chiusolo M, Cadum E, Stafoggia M, Galassi C, Berti G, Faustini A, 
Bisanti L, Vigotti MA, Dessi MP, Cernigliaro A, Mallone S, Pacelli B, 
Minerba S, Simonato L, Forastiere F. Short term effects of nitrogen diox-
ide on mortality and susceptibility factors in ten Italian cities: the EpiAir 
Study [published online ahead of print May 17, 2011]. Environ Health 
Perspect. doi:10.1289/ehp.1002904.

	28.	 Wong CM, Vichit-Vadakan N, Vajanapoom N, Ostro B, Thach TQ, Chau 
PY, Chan EK, Chung RY, Ou CQ, Yang L, Peiris JS, Thomas GN, Lam 
TH, Wong TW, Hedley AJ, Kan H, Chen B, Zhao N, London SJ, Song 
G, Chen G, Zhang Y, Jiang L, Qian Z, He Q, Lin HM, Kong L, Zhou D, 
Liang S, Zhu Z, Liao D, Liu W, Bentley CM, Dan J, Wang B, Yang N, Xu 
S, Gong J, Wei H, Sun H, Qin Z. Part 5: Public health and air pollution 
in Asia (PAPA): a combined analysis of four studies of air pollution and 
mortality. Res Rep Health Eff Inst. 2010:377–418.

	29.	 Lipsett MJ, Ostro BD, Reynolds P, Goldberg D, Hertz A, Jerrett M, Smith 
DF, Garcia C, Chang ET, Bernstein L. Long-term exposure to air pollution 
and cardiorespiratory disease in the California Teachers Study cohort. Am 
J Respir Crit Care Med. 2011;184:828–835.

	30.	 Gan WQ, Koehoorn M, Davies HW, Demers PA, Tamburic L, Brauer M. 
Long-term exposure to traffic-related air pollution and the risk of coro-
nary heart disease hospitalization and mortality. Environ Health Perspect. 
2011;119:501–507.

	31.	 Zhang P, Dong G, Sun B, Zhang L, Chen X, Ma N, Yu F, Guo H, Huang 
H, Lee YL, Tang N, Chen J. Long-term exposure to ambient air pollution 
and mortality due to cardiovascular disease and cerebrovascular disease in 
Shenyang, China. PLoS ONE. 2011;6:e20827.

	32.	 Beckerman BS, Jerrett M, Finkelstein M, Kanaroglou P, Brook JR, Arain 
MA, Sears MR, Stieb D, Balmes J, Chapman K. The association between 
chronic exposure to traffic-related air pollution and ischemic heart disease. 
J Toxicol Environ Health Part A. 2012;75:402–411.

	33.	 Delfino RJ, Gillen DL, Tjoa T, Staimer N, Polidori A, Arhami M, Sioutas 
C, Longhurst J. Electrocardiographic ST-segment depression and expo-
sure to traffic-related aerosols in elderly subjects with coronary artery dis-
ease. Environ Health Perspect. 2011;119:196–202.

	34.	 Rich DQ, Zareba W, Beckett W, Hopke PK, Oakes D, Frampton MW, 
Bisognano J, Chalupa D, Bausch J, O’Shea K, Wang Y, Utell MJ. Are 
ambient ultrafine, accumulation mode, and fine particles associated with 
adverse cardiac responses in patients undergoing cardiac rehabilitation? 
Environ Health Perspect. 2012;120:1162–1169.

	35.	 Chang HH, Peng RD, Dominici F. Estimating the acute health effects  
of coarse particulate matter accounting for exposure measurement error. 
Biostatistics. 2011;12:637–652.

	36.	 Chen R, Li Y, Ma Y, Pan G, Zeng G, Xu X, Chen B, Kan H. Coarse 
particles and mortality in three Chinese cities: the China Air Pollution 
and Health Effects Study (CAPES). Sci Total Environ. 2011;409: 
4934–4938.

	37.	 Wong CM, Thach TQ, Chau PY, Chan EK, Chung RY, Ou CQ, Yang L, 
Peiris JS, Thomas GN, Lam TH, Wong TW, Hedley AJ. Part 4: interaction 
between air pollution and respiratory viruses: time-series study of daily 
mortality and hospital admissions in Hong Kong. Res Rep Health Eff Inst. 
2010:283–362.

	38.	 Wang G, Hamid T, Keith RJ, Zhou G, Partridge CR, Xiang X, Kingery 
JR, Lewis RK, Li Q, Rokosh DG, Ford R, Spinale FG, Riggs DW, 
Srivastava S, Bhatnagar A, Bolli R, Prabhu SD. Cardioprotective and an-
tiapoptotic effects of heme oxygenase-1 in the failing heart. Circulation. 
2010;121:1912–1925.

	39.	 Constantin M, Choi AJ, Cloonan SM, Ryter SW. Therapeutic potential 
of heme oxygenase-1/carbon monoxide in lung disease. Int J Hypertens. 
2012;2012:859235.

	40.	 Delfino RJ, Tjoa T, Gillen DL, Staimer N, Polidori A, Arhami M,  
Jamner L, Sioutas C, Longhurst J. Traffic-related air pollution and blood 

 by guest on September 29, 2014http://circ.ahajournals.org/Downloaded from 

http://circ.ahajournals.org/


1912    Circulation    May 7, 2013

pressure in elderly subjects with coronary artery disease. Epidemiology. 
2010;21:396–404.

	41.	 Lepeule J, Laden F, Dockery D, Schwartz J. Chronic exposure to fine par-
ticles and mortality: an extended follow-up of the Harvard Six Cities study 
from 1974 to 2009. Environ Health Perspect. 2012;120:965–970.

	42.	 Fuks K, Moebus S, Hertel S, Viehmann A, Nonnemacher M, Dragano N, 
Mohlenkamp S, Jakobs H, Kessler C, Erbel R, Hoffmann B. Long-term 
urban particulate air pollution, traffic noise, and arterial blood pressure. 
Environ Health Perspect. 2011;119:1706–1711.

	43.	 Hart JE, Garshick E, Dockery DW, Smith TJ, Ryan L, Laden F. Long-term 
ambient multipollutant exposures and mortality. Am J Respir Crit Care 
Med. 2011;183:73–78.

	44.	 Puett RC, Hart JE, Suh H, Mittleman M, Laden F. Particulate matter ex-
posures, mortality, and cardiovascular disease in the Health Professionals 
Follow-up Study. Environ Health Perspect. 2011;119:1130–1135.

	45.	 Pechony O, Shindell DT. Driving forces of global wildfires over the past 
millennium and the forthcoming century. Proc Natl Acad Sci U  S  A. 
2010;107:19167–19170.

	46.	 Johnston F, Hanigan I, Henderson S, Morgan G, Bowman D. Extreme 
air pollution events from bushfires and dust storms and their asso-
ciation with mortality in Sydney, Australia 1994-2007. Environ Res. 
2011;111:811–816.

	47.	 Analitis A, Georgiadis I, Katsouyanni K. Forest fires are associated 
with elevated mortality in a dense urban setting. Occup Environ Med. 
2012;69:158–162.

	48.	 Arbex MA, Saldiva PH, Pereira LA, Braga AL. Impact of outdoor biomass 
air pollution on hypertension hospital admissions. J Epidemiol Community 
Health. 2010;64:573–579.

	49.	 Jacobs L, Emmerechts J, Hoylaerts MF, Mathieu C, Hoet PH, Nemery 
B, Nawrot TS. Traffic air pollution and oxidized LDL. PLoS ONE. 
2011;6:e16200.

	50.	 Gill EA, Curl CL, Adar SD, Allen RW, Auchincloss AH, O’Neill MS, 
Park SK, Van Hee VC, Diez Roux AV, Kaufman JD. Air pollution and 
cardiovascular disease in the Multi-Ethnic Study of Atherosclerosis. Prog 
Cardiovasc Dis. 2011;53:353–360.

	51.	 Kunzli N. Ambient air pollution and atherosclerosis in Los Angeles. 
Environ Health Perspect. 2005 113:201–206.

	52.	 Kunzli N, Perez L, von Klot S, Baldassarre D, Bauer M, Basagana X, 
Breton C, Dratva J, Elosua R, de Faire U, Fuks K, de Groot E, Marrugat J, 
Penell J, Seissler J, Peters A, Hoffmann B. Investigating air pollution and 
atherosclerosis in humans: concepts and outlook. Prog Cardiovasc Dis. 
2011;53:334–343.

	53.	 Bauer M, Moebus S, Mohlenkamp S, Dragano N, Nonnemacher M, 
Fuchsluger M, Kessler C, Jakobs H, Memmesheimer M, Erbel R, Jockel 
KH, Hoffmann B. Urban particulate matter air pollution is associated with 
subclinical atherosclerosis: results from the HNR (Heinz Nixdorf Recall) 
study. J Am Coll Cardiol. 2010;56:1803–1808.

	54.	 Lambrechtsen J, Gerke O, Egstrup K, Sand NP, Nørgaard BL, Petersen H, 
Mickley H, Diederichsen AC. The relation between coronary artery calcifi-
cation in asymptomatic subjects and both traditional risk factors and living 
in the city centre: a DanRisk substudy. J Intern Med. 2012;271:444–450.

	55.	 Franchini M, Mannucci PM. Thrombogenicity and cardiovascular effects 
of ambient air pollution. Blood. 2011;118:2405–2412.

	56.	 Lucking AJ, Lundbäck M, Barath SL, Mills NL, Sidhu MK, Langrish 
JP, Boon NA, Pourazar J, Badimon JJ, Gerlofs-Nijland ME, Cassee FR, 
Boman C, Donaldson K, Sandstrom T, Newby DE, Blomberg A. Particle 
traps prevent adverse vascular and prothrombotic effects of diesel engine 
exhaust inhalation in men. Circulation. 2011;123:1721–1728.

	57.	 Sacks JD, Stanek LW, Luben TJ, Johns DO, Buckley BJ, Brown JS, Ross 
M. Particulate matter-induced health effects: who is susceptible? Environ 
Health Perspect. 2011;119:446–454.

	58.	 Schwartz J, Bellinger D, Glass T. Expanding the scope of environmental 
risk assessment to better include differential vulnerability and susceptibil-
ity. Am J Public Health. 2011;101 Suppl 1:S88–S93.

	59.	 Schwartz J, Bellinger D, Glass T. Expanding the scope of risk assessment: 
methods of studying differential vulnerability and susceptibility. Am J 
Public Health. 2011;101(suppl 1):S102–S109.

	60.	 Schwartz J, Bellinger D, Glass T. Exploring potential sources of differen-
tial vulnerability and susceptibility in risk from environmental hazards to 
expand the scope of risk assessment. Am J Public Health. 2011;101(suppl 
1):S94–101.

	61.	 Schwartz J. Who is sensitive to extremes of temperature? A case-only 
analysis. Epidemiology. 2005;16:67–72.

	62.	 Zanobetti A, Baccarelli A, Schwartz J. Gene-air pollution interac-
tion and cardiovascular disease: a review. Prog Cardiovasc Dis. 2011; 
53:344–352.

	63.	 Schwartz J, Park SK, O’Neill MS, Vokonas PS, Sparrow D, Weiss S, 
Kelsey K. Glutathione-S-transferase M1, obesity, statins, and autonom-
ic effects of particles: gene-by-drug-by-environment interaction. Am J 
Respir Crit Care Med. 2005;172:1529–1533.

	64.	 Park SK, O’Neill MS, Wright RO, Hu H, Vokonas PS, Sparrow D, Suh H, 
Schwartz J. HFE genotype, particulate air pollution, and heart rate variabil-
ity: a gene-environment interaction. Circulation. 2006;114:2798–2805.

	65.	 Chahine T, Baccarelli A, Litonjua A, Wright RO, Suh H, Gold DR, 
Sparrow D, Vokonas P, Schwartz J. Particulate air pollution, oxidative 
stress genes, and heart rate variability in an elderly cohort. Environ Health 
Perspect. 2007;115:1617–1622.

	66.	 Baccarelli A, Cassano PA, Litonjua A, Park SK, Suh H, Sparrow D, 
Vokonas P, Schwartz J. Cardiac autonomic dysfunction: effects from par-
ticulate air pollution and protection by dietary methyl nutrients and meta-
bolic polymorphisms. Circulation. 2008;117:1802–1809.

	67.	 Mordukhovich I, Wilker E, Suh H, Wright R, Sparrow D, Vokonas 
PS, Schwartz J. Black carbon exposure, oxidative stress genes, and 
blood pressure in a repeated-measures study. Environ Health Perspect. 
2009;117:1767–1772.

	68.	 Park SK, Hu H, Wright RO, Schwartz J, Cheng Y, Sparrow D, Vokonas PS, 
Weisskopf MG. Iron metabolism genes, low-level lead exposure, and QT 
interval. Environ Health Perspect. 2009;117:80–85.

	69.	 Madrigano J, Baccarelli A, Wright RO, Suh H, Sparrow D, Vokonas PS, 
Schwartz J. Air pollution, obesity, genes and cellular adhesion molecules. 
Occup Environ Med. 2010;67:312–317.

	70.	 Wilker E, Mittleman MA, Litonjua AA, Poon A, Baccarelli A, Suh H, 
Wright RO, Sparrow D, Vokonas P, Schwartz J. Postural changes in blood 
pressure associated with interactions between candidate genes for chronic 
respiratory diseases and exposure to particulate matter. Environ Health 
Perspect. 2009;117:935–940.

	71.	 Wilker EH, Baccarelli A, Suh H, Vokonas P, Wright RO, Schwartz J. Black 
carbon exposures, blood pressure, and interactions with single nucleotide 
polymorphisms in microRNA processing genes. Environ Health Perspect. 
2010;118:943–948.

	72.	 Ren C, Baccarelli A, Wilker E, Suh H, Sparrow D, Vokonas P, Wright R, 
Schwartz J. Lipid and endothelium-related genes, ambient particulate mat-
ter, and heart rate variability: the VA Normative Aging Study. J Epidemiol 
Community Health. 2010;64:49–56.

	73.	 Ren C, Park SK, Vokonas PS, Sparrow D, Wilker E, Baccarelli A, Suh HH, 
Tucker KL, Wright RO, Schwartz J. Air pollution and homocysteine: more 
evidence that oxidative stress-related genes modify effects of particulate 
air pollution. Epidemiology. 2010;21:198–206.

	74.	 Ren C, Vokonas PS, Suh H, Fang S, Christiani DC, Schwartz J. Effect 
modification of air pollution on urinary 8-hydroxy-2ʹ-deoxyguanosine by 
genotypes: an application of the multiple testing procedure to identify sig-
nificant SNP interactions. Environ Health. 2010;9:78.

	75.	 Baja ES, Schwartz JD, Wellenius GA, Coull BA, Zanobetti A, Vokonas 
PS, Suh HH. Traffic-related air pollution and QT interval: modification by 
diabetes, obesity, and oxidative stress gene polymorphisms in the norma-
tive aging study. Environ Health Perspect. 2010;118:840–846.

	76.	 Ljungman P, Bellander T, Schneider A, Breitner S, Forastiere F, Hampel 
R, Illig T, Jacquemin B, Katsouyanni K, von Klot S, Koenig W, Lanki T, 
Nyberg F, Pekkanen J, Pistelli R, Pitsavos C, Rosenqvist M, Sunyer J, 
Peters A. Modification of the interleukin-6 response to air pollution by 
interleukin-6 and fibrinogen polymorphisms. Environ Health Perspect. 
2009;117:1373–1379.

	77.	 Peters A, Greven S, Heid IM, Baldari F, Breitner S, Bellander T, 
Chrysohoou C, Illig T, Jacquemin B, Koenig W, Lanki T, Nyberg F, 
Pekkanen J, Pistelli R, Ruckerl R, Stefanadis C, Schneider A, Sunyer J, 
Wichmann HE. Fibrinogen genes modify the fibrinogen response to ambi-
ent particulate matter. Am J Resp Crit Care Med. 2009;179:484–491.

	78.	 Van Hee VC, Adar SD, Szpiro AA, Barr RG, Diez Roux A, Bluemke DA, 
Sheppard L, Gill EA, Bahrami H, Wassel C, Sale MM, Siscovick DS, 
Rotter JI, Rich SS, Kaufman JD. Common genetic variation, residential 
proximity to traffic exposure, and left ventricular mass: the Multi-Ethnic 
Study of Atherosclerosis. Environ Health Perspect. 2010;118:962–969.

	79.	 Campen MJ, McDonald JD, Reed MD, Seagrave J. Fresh gasoline emis-
sions, not paved road dust, alter cardiac repolarization in ApoE-/- mice. 
Cardiovasc Toxicol. 2006;6:199–210.

	80.	 Gilliland FD, Li YF, Gong H Jr, Diaz-Sanchez D. Glutathione 
S-transferases M1 and P1 prevent aggravation of allergic responses by 
secondhand smoke. Am J Respir Crit Care Med. 2006;174:1335–1341.

	81.	 Islam T, Berhane K, McConnell R, Gauderman WJ, Avol E, Peters 
JM, Gilliland FD. Glutathione-S-transferase (GST) P1, GSTM1, exer-
cise, ozone and asthma incidence in school children. Thorax. 2009;64: 
197–202.

 by guest on September 29, 2014http://circ.ahajournals.org/Downloaded from 

http://circ.ahajournals.org/


    Gold and Mittleman  Pollution and the CV System: 2010 to 2012    1913

	82.	 Kabesch M, Hoefler C, Carr D, Leupold W, Weiland SK, von Mutius E. 
Glutathione S transferase deficiency and passive smoking increase child-
hood asthma. Thorax. 2004;59:569–573.

	83.	 Kamada F, Mashimo Y, Inoue H, Shao C, Hirota T, Doi S, Kameda M, Fujiwara 
H, Fujita K, Enomoto T, Sasaki S, Endo H, Takayanagi R, Nakazawa C, 
Morikawa T, Morikawa M, Miyabayashi S, Chiba Y, Tamura G, Shirakawa T,  
Matsubara Y, Hata A, Tamari M, Suzuki Y. The GSTP1 gene is a suscepti-
bility gene for childhood asthma and the GSTM1 gene is a modifier of the 
GSTP1 gene. Int Arch Allergy Immunol. 2007;144:275–286.

	 84.	 Lee YL, Lee YC, Guo YL. Associations of glutathione S-transferase P1, 
M1, and environmental tobacco smoke with wheezing illness in school 
children. Allergy. 2007;62:641–647.

	 85.	 Li YF, Gauderman WJ, Avol E, Dubeau L, Gilliland FD. Associations of 
tumor necrosis factor G-308A with childhood asthma and wheezing. Am 
J Respir Crit Care Med. 2006;173:970–976.

	 86.	 Li YF, Tseng PJ, Lin CC, Hung CL, Lin SC, Su WC, Huang YL, Sung FC, 
Tai CK. NAD(P)H: Quinone oxidoreductase 1, glutathione S-transferase 
M1, environmental tobacco smoke exposure, and childhood asthma. 
Mutat Res. 2009;678:53–58.

	 87.	 London SJ. Gene-air pollution interactions in asthma. Proc Am Thorac 
Soc. 2007;4:217–220.

	 88.	 McCunney RJ. Asthma, genes, and air pollution. J Occup Environ Med. 
2005;47:1285–1291.

	 89.	 Probst-Hensch NM, Imboden M, Felber Dietrich D, Barthélemy JC, 
Ackermann-Liebrich U, Berger W, Gaspoz JM, Schwartz J. Glutathione 
S-transferase polymorphisms, passive smoking, obesity, and heart rate 
variability in nonsmokers. Environ Health Perspect. 2008;116:1494–1499.

	90.	 Rogers AJ, Brasch-Andersen C, Ionita-Laza I, Murphy A, Sharma S, 
Klanderman BJ, Raby BA. The interaction of glutathione S-transferase 
M1-null variants with tobacco smoke exposure and the development of 
childhood asthma. Clin Exp Allergy. 2009;39:1721–1729.

	 91.	 Romieu I, Sienra-Monge JJ, Ramírez-Aguilar M, Moreno-Macías H, 
Reyes-Ruiz NI, Estela del Río-Navarro B, Hernández-Avila M, London 
SJ. Genetic polymorphism of GSTM1 and antioxidant supplementation 
influence lung function in relation to ozone exposure in asthmatic chil-
dren in Mexico City. Thorax. 2004;59:8–10.

	 92.	 Salam MT, Lin PC, Avol EL, Gauderman WJ, Gilliland FD. Microsomal 
epoxide hydrolase, glutathione S-transferase P1, traffic and childhood 
asthma. Thorax. 2007;62:1050–1057.

	 93.	 Thanassoulis G, Peloso GM, Pencina MJ, Hoffmann U, Fox CS, Cupples 
LA, Levy D, D’Agostino RB, Hwang SJ, O’Donnell CJ. A genetic risk 
score is associated with incident cardiovascular disease and coronary 
artery calcium: the Framingham Heart Study. Circ Cardiovasc Genet. 
2012;5:113–121.

	 94.	 Cowley AW Jr, Nadeau JH, Baccarelli A, Berecek K, Fornage M, Gibbons 
GH, Harrison DG, Liang M, Nathanielsz PW, O’Connor DT, Ordovas J, 
Peng W, Soares MB, Szyf M, Tolunay HE, Wood KC, Zhao K, Galis ZS. 
Report of the National Heart, Lung, and Blood Institute Working Group 
on Epigenetics and Hypertension. Hypertension. 2012;59:899–905.

	 95.	 Schnabel RB, Baccarelli A, Lin H, Ellinor PT, Benjamin EJ. Next steps 
in cardiovascular disease genomic research: sequencing, epigenetics, and 
transcriptomics. Clin Chem. 2012;58:113–126.

	 96.	 Baccarelli A, Wright R, Bollati V, Litonjua A, Zanobetti A, Tarantini L, 
Sparrow D, Vokonas P, Schwartz J. Ischemic heart disease and stroke in 
relation to blood DNA methylation. Epidemiology. 2010;21: 819–828.

	 97.	 Berry JD, Dyer A, Cai X, Garside DB, Ning H, Thomas A, Greenland P, 
Van Horn L, Tracy RP, Lloyd-Jones DM. Lifetime risks of cardiovascular 
disease. N Engl J Med. 2012;366:321–329.

	 98.	 Franklin M, Zeka A, Schwartz J. Association between PM2.5 and all-
cause and specific-cause mortality in 27 US communities. J Expo Sci 
Environ Epidemiol. 2007;17:279–287.

	 99.	 Chen LH, Knutsen SF, Shavlik D, Beeson WL, Petersen F, Ghamsary M, 
Abbey D. The association between fatal coronary heart disease and ambi-
ent particulate air pollution: are females at greater risk? Environ Health 
Perspect. 2005;113:1723–1729.

	100.	 Cohen RT, Celedón JC. Asthma in Hispanics in the United States. Clin 
Chest.Med. 2006;27:401–12, v.

	101.	 Basu R. High ambient temperature and mortality: a review of epidemio-
logic studies from 2001 to 2008. Environ Health. 2009;8:40.

	102.	 Gold DR. Vulnerability to cardiovascular effects of air pollution in peo-
ple with diabetes. Curr Diab Rep. 2008;8:333–335.

	103.	 O’Neill MS, Veves A, Zanobetti A, Sarnat JA, Gold DR, Economides PA, 
Horton ES, Schwartz J. Diabetes enhances vulnerability to particulate 
air pollution-associated impairment in vascular reactivity and endothelial 
function. Circulation. 2005;111:2913–2920.

	104.	 Yan YH, Chou CC, Lee CT, Liu JY, Cheng TJ. Enhanced insulin resis-
tance in diet-induced obese rats exposed to fine particles by instillation. 
Inhal Toxicol. 2011;23:507–519.

	105.	 Miller K, Siscovick DS, Sheppard L, Shepherd K, Sullivan JH, Anderson 
GL, Laufman JD. Long-term exposure to air pollution and incidence of 
cardiovascular events in women. N Engl J Med. 2007;356:511–513.

	106.	 Nuvolone D, Balzi D, Chini M, Scala D, Giovannini F, Barchielli A. 
Short-term association between ambient air pollution and risk of hospi-
talization for acute myocardial infarction: results of the Cardiovascular 
Risk and Air Pollution in Tuscany (RISCAT) study. Am J Epidemiol. 
2011;174:63–71.

	107.	 Zanobetti A, Schwartz J, Gold D. Are there sensitive subgroups for the ef-
fects of airborne particles? Environ Health Perspect. 2000;108:841–845.

	108.	 Wolf K, Schneider A, Breitner S, von Klot S, Meisinger C, Cyrys J, 
Hymer H, Wichmann HE, Peters A. Air temperature and the occur-
rence of myocardial infarction in Augsburg, Germany. Circulation. 
2009;120:735–742.

	109.	 Zanobetti A, O’Neill MS, Gronlund CJ, Schwartz JD. Summer tem-
perature variability and long-term survival among elderly people with 
chronic disease. Proc Natl Acad Sci U S A. 2012;109:6608–6613.

	110.	 Wang XY, Barnett AG, Yu W, FitzGerald G, Tippett V, Aitken P, Neville 
G, McRae D, Verrall K, Tong S. The impact of heatwaves on mortal-
ity and emergency hospital admissions from non-external causes in 
Brisbane, Australia. Occup Environ Med. 2012;69:163–169.

	111.	 Greenough G, McGeehin M, Bernard SM, Trtanj J, Riad J, Engelberg D. 
The potential impacts of climate variability and change on health impacts 
of extreme weather events in the United States. Environ Health Perspect. 
2001;109(suppl 2):191–198.

	112.	 Kaiser R, Le Tertre A, Schwartz J, Gotway CA, Daley WR, Rubin CH. 
The effect of the 1995 heat wave in Chicago on all-cause and cause-
specific mortality. Am J Public Health. 2007;97(suppl 1):S158–S162.

	113.	 Le Tertre A, Lefranc A, Eilstein D, Declercq C, Medina S, Blanchard M, 
Chardon B, Fabre P, Filleul L, Jusot JF, Pascal L, Prouvost H, Cassadou 
S, Ledrans M. Impact of the 2003 heatwave on all-cause mortality in 9 
French cities. Epidemiology. 2006;17:75–79.

	114.	 Ostro BD, Roth LA, Green RS, Basu R. Estimating the mortality effect 
of the July 2006 California heat wave. Environ Res. 2009;109:614–619.

	115.	 Ostro B, Rauch S, Green R, Malig B, Basu R. The effects of tempera-
ture and use of air conditioning on hospitalizations. Am J Epidemiol. 
2010;172:1053–1061.

	116.	 Wang YC, Lin YK, Chuang CY, Li MH, Chou CH, Liao CH, Sung FC. 
Associating emergency room visits with first and prolonged extreme 
temperature event in Taiwan: a population-based cohort study. Sci Total 
Environ. 2012;416:97–104.

	117.	 Verberkmoes NJ, Soliman Hamad MA, Ter Woorst JF, Tan ME, Peels 
CH, van Straten AH. Impact of temperature and atmospheric pressure 
on the incidence of major acute cardiovascular events. Neth Heart J. 
2012;20:193–196.

	118.	 Ren C, O’Neill MS, Park SK, Sparrow D, Vokonas P, Schwartz J. 
Ambient temperature, air pollution, and heart rate variability in an aging 
population. Am J Epidemiol. 2011;173:1013–1021.

	119.	 Qian Z, He Q, Lin HM, Kong L, Zhou D, Liang S, Zhu Z, Liao D, Liu W, 
Bentley CM, Dan J, Wang B, Yang N, Xu S, Gong J, Wei H, Sun H, Qin 
Z. Part 2: association of daily mortality with ambient air pollution, and 
effect modification by extremely high temperature in Wuhan, China. Res 
Rep Health Eff Inst. 2010:91–217.

	120.	 Firestone SM, Cogger N, Ward MP, Toribio JA, Moloney BJ, Dhand NK. 
The influence of meteorology on the spread of influenza: survival analysis 
of an equine influenza (A/H3N8) outbreak. PLoS ONE. 2012;7:e35284.

	121.	 Warren-Gash C, Smeeth L, Hayward AC. Influenza as a trigger for acute 
myocardial infarction or death from cardiovascular disease: a systematic 
review. Lancet Infect Dis. 2009;9:601–610.

	122.	 Pope CA 3rd, Ezzati M, Dockery DW. Fine-particulate air pollution and 
life expectancy in the United States. N Engl J Med. 2009;360:376–386.

	123.	 Nawrot TS, Perez L, Künzli N, Munters E, Nemery B. Public health im-
portance of triggers of myocardial infarction: a comparative risk assess-
ment. Lancet. 2011;377:732–740.

	124.	 Giles LV, Barn P, Künzli N, Romieu I, Mittleman MA, van Eeden S, 
Allen R, Carlsten C, Stieb D, Noonan C, Smargiassi A, Kaufman JD, 
Hajat S, Kosatsky T, Brauer M. From good intentions to proven interven-
tions: effectiveness of actions to reduce the health impacts of air pollu-
tion. Environ Health Perspect. 2011;119:29–36.

Key Words:  AHA Medical/Scientific Statements ◼ air pollution ◼ cardio
vascular diseases ◼ epidemiology ◼ prevention

 by guest on September 29, 2014http://circ.ahajournals.org/Downloaded from 

http://circ.ahajournals.org/

